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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article I7(2)(a) for the following reasons: 

*■ £3 Claims Nos.: 1-7 and 15-16 

because they relate to subject matter not required to be searched by this Authority, namely: 

see next sheet 



2- ^ Claims Nos.: 1-6, 8-16 

because they relate to parts of the international application that do not comply with the prescribed requirements to 
extent that no meaningful international search can be carried out, specifically: 

see next sheet 



3- Q Claims Nos.: 

because they arc dependent claims and are not dratted in accordance with the second and third sentences of Rule 6.4(a). 
Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 
see next sheet 



I m rn As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. | — I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional tec. 

3 ' O AS ° nIy li ° mC ot thc re M uircci additional search fees were timely paid by the applicant this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. ^ No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

See next sheet 

Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

[\7] No protest accompanied the payment of additional search fees. 
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Box 1 . 1 - ^ 

Claims 1-7 and 15-16, relate to methods of treatment of the 
human or animal body by therapy or diagnostic methods practised 
on the human or animal body ( PCT Rule 39.1(iv)). Nevertheless, 
a search has been executed for these claims. The search has 
been based on the alleged effects of the compounds or 
compositions . 

Box 1.2. 

Present claims 1-6 and 8-16 relate to an extremely large number 
of possible compounds-. Support within the meaning of Article 6 
PCT and disclosure within the meaning of Article 5 PCT is to be 
found for only a very small proportion of the compounds. The 
present claims are also so wide that a meaningful search over 
their whole scope is impossible. The search has therefore been 
carried out for those parts of the claims which appear to be 
supported and disclosed, namely the following: 

the parts of claims 1-6 and 12-16 relating to those compounds 
of formula IV in claim 6 that have oxygen substituents (e.g.-O- 
alkyl) in positions R4, R5 and Rio, 

the parts of claims 1-6 and 8-16 relating to those compounds of 
formula III in claim 8 for which R< and R 5 (same or different) 
are hydroxy or methoxy and for which R 9 , Rio and Rn is methoxy, 

the parts of claims 1-6 and 8-16 relating to those compounds of 
formula I in claim 10 for which R 4 and R 5 (same or different) 
are hydroxy or methoxy and for which R 9 , Rio and R u are methoxy, 

the parts of claims 1-6 and 8-16 relating to derivatives of 
podophyllotoxin which derivatives only differ from 
podophyllotoxin in that the methylenedioxy group is exchanged 
for R 4 and R5 (same or different) = hydroxy, methoxy, ethoxy, 
propoxy or isopropoxy, in that the methoxy groups on the free 
benzene ring may be exchanged for any oxyen substituents 
including -O-alkyl and bridges such as methylenedioxy groups, 
and in that R17 and R ]8 may only be hydrogen or hydroxy. 

Furthermore, present claims 1-6 and 12-14 relate to methods and 
uses defined by reference to a desirable characteristic or 
property, namely inhibition of tyrosine phosphorylation of the 
insulin-like growth factor-1 receptor. In their present wording 
the claims may relate to a large number of different disorders 
which are not clearly defined by the fact that they might be 
treated by inhibition of said receptor. The claims do not meet 
the requirements of Article 6 PCT that claims shall be clear 
and concise. .../... 
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Lack of Unity (Box II) : 

The International Search Authority considers that there are 2 
inventions covered by the claims, indicated as follows: 

1) The parts of claims 1-16 directed to derivatives of the 
compounds in WO02102804 and WO02102805 in which derivatives the 
methylenedioxy group corresponding to R 4 and R 5 is opened or 
exchanged for another functionality, which parts are 
represented by the example 4 , 5-demethylene-deoxypodophyllotoxin 
(Figure 2) and Compounds IA (Figure 3), Compounds IIIA and IIIC 
(Figure 5) and Compounds IVA, IVC and IVE (Figure 6). 

2) The parts of claims 1-16 directed to derivatives of the 
compounds in WO02102804 and WO02102805 which derivatives are 
substituted on the benzene ring in the position corresponding 
to R 7 (such as Compounds IB, IC and ID in Figure 3), on the 
carbon between the rings in the position corresponding to R 2 
and/or R 2 (such as Compounds IE and IF in Figure 3) or in both 
of these positions (such as Compounds IIA-IIF in Figure 4; 
Compounds IIIB and IIID-IIIF in Figure 5; Compounds IVB, IVD 
and IV F in Figure 6 and the picropodophyllin- and 
picropeltatin derivatives in Figure 7) . 

The ISA has carried out a partial search which relates to 
invention 1 mentioned above. 

The present application has been considered to contain 2 
inventions which are not linked such that they form a single 
general inventive concept, as required by Rules 13.1, 13.2 and 
13.3 PCT, for the following reasons: 

Both inventions relate to the problem of providing alternative, 
selective IGF-lR-inhibitors to the ones known from WO02102804 
and WO02102805. Invention 1 solves this problem by exchange or 
opening of the methylenedioxy group that is characteristic for 
the podophyllotoxin derivatives. Invention 2 solves the problem 
by modification of the known podophyllotoxin derivatives in the 
part of the molecule consisting of the second ring in the 
naphtalene moiety, attached to the methylenedioxybenzene ring 
through R 7 and to the methylene bridge between the 
methylenedioxybenzene ring and the free ( trimethcxy-) benzene 
ring through Ri/R 2 . 



.../... 
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Since the solutions are technically different, no single 
general concept can be formulated based on the technical 
features of the inventions. Consequently, the requirements of 
Rule 13.1 PCT are not met. It was investigated under Rule 13.2 
if any further features, either in the claims or derivable from 
the description, could be considered as a same or corresponding 
feature and which could be considered a special technical 
feature establishing a technical link between the two groups of 
inventions. However, no such features were identified. . 
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